06/24/05 15:45 FAX 9525633001 VIDAS ARRETT STEINKRAUS @]028 



Application No. 10/682584 Amendment 
Page 2 Attorney Docket No. M67.2I-11341-US01 



Amendments To The Claims: 

1 . (Currently amended) A method for inducing in vivo* &e cellular differentiation and, at th e 
some tim e? and/or apoptosis of tumor cells that use the h e dgehog/amoothcmod 
Hedeehog/Smoothened signaling for prevention of differentiation and/or for prevention of 
apoptosis, comprising contacting said tumor cells with a sufficient quantity of cyclopamine or 
a pharmaceutical^ acceptable salt or derivative thereof. 

2. (Currently amended) The method according to claim 1, characterized in that tansient 

adm aiotration of cyclopamin e or a pharmaceutical^ acceptabl e salt or d e rivative thoroof 
suffices for tho causation of the differentiation and/or apoptosis of said tumor collo, -^ 
normal tissu e c e lls are preserved a period of exposure in vivo that induces tumor cell 
differentiation and/or apoptosis causes a smaller proportion of or no normal tissue cells to 
undergo apoptosis and/or differentiation . 

3. (Currently amended) The method according to claim 1, for the treatment of oanoor a patient 

having a tumor that use the Hedgehog/Smoothen ed agagHn g for prevention of differentiation 
and/or for preventi on of apoptosis of tumor cells. 

4. (Currently amended) The method of claim 3, wherein the cancer tumor is basal cell 

carcinoma. 

5. (Currently amended) The method according to claim 1, characterized in that the cyclopamine 

or a pharmaceutical^ acceptable salt or derivative thereof is administered as a 
pharmaceutical composition selected from the group of compositions for topical, non-topical 
or systemic administration. 

6. (Original) The method according to claim 5, characterized in that the composition for non- 

topical or systemic administration is in the form of an aqueous solution. 
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I. (Original) The method according to claim 5, characterized in that the composition for non- 

topical or systemic administration is in the form of liposomes, having the cyclopamine or 
pharmaceutical^ acceptable salt or derivative thereof entrapped therein. 

8. (Original) The method according to claim 6, characterized in that the non-topical 

administration is direct intratumoral injection. 

9. (Original) The method according to claim 7, characterized in that the non-topical 

administration is direct intratumoral injection- 

10. (Original) The method according to claim S, characterized in that said pharmaceutical 
- composition is in a controlled release foim. 

I I . (Original) The method according to claim 5, characterized in that said pharmaceutical 
composition is adsorbed onto a dermal patch. 

12. (Currently amended) The method according to claim 5 P characterized in that said 
pharmaceutical composition for topical adrnirrirrtnition comprises 1 8 mM of cyclopamine end 
i& se lect e d from the fflo^p is in the form of a cream, an ointment, a gel or a hydtogel. 

1 3 . (Currently amended) A medicament for induoing in vivo the cellular diff e r e ntiation and; 
at tho aomo time, apoptooio of tumor c e lls that uoo th e h e dg e hog/amoothsn e d signall ifig4eg 
proliferation and for provontion of apoptosia and'or for prevention of differentiation, tho 
modicamo at comprising cyclopamine or a pharmaceutically acceptable salt or derivative 
thereof in a dosag e form effective for inducing cellular differentiation and/or apoptosis of 
ttrmryr rails that use the Hedgehog/Smoothcncd sipnalm p for prevention of differentiation 
and/or for prevention of apoptosis . 

1 4. (Currently amended) A medicament according to claim 1 3, characterized in that normal 
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tissue colls ore procorvod - following transient adniiiustmtion of ooid m e dicament but said 
administration oufficos for th e causation of the differentiation and/or apoptosis of said tumor 
cells the same period of exposure in vivo to the medicament that induces tumor cell 
differentiation and/or apoptosis causes a smaller proportion of or no normal tissue cells to 
undergo apoptosis and/or differentiation, 

1 5. (Original) A medicament according to claim 1 3, for the treatment of basal cell carcinoma. 

1 6. (Original) A medicament according to claim 13, characterized in that said medicament is 
formulated for topical, non-topical or systemic administration. 

17. (Currently amended) A medicament according to claim 1 6, characterized in that for non- 
topical or systemic administration cyclopamine or a pharmaceutical^ acceptable salt or 
derivative thereof is in the form of an aqueous solution, or is entrapped in liposomes. 

18. (Original) A medicament according to claim 17, characterized in that the non-topical 
administration is direct intratumoral injection. 

1 9. (Original) A medicament according to claim 13, characterized in that said medicament is a 
pharmaceutical form enabling controlled release. 

20. (Original) A medicament according to claim 13, characterized in that said medicament is 
adsorbed onto a dermal patch. 

21 . (Currently amended) A medicament according to claim 13, characterized in that said 
medicament is manufactured in the form of a cream, ointment, gel, or hydrogel comprising 
fy OOl mM to 1 00 mM cyclopamin e or a salt or derivativ e thcroof . 

22. (Cancelled) 
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23. (Currently amended) A method for causing de creased pi gmentation of medicament for 
application on paticnta having nevi or hvperpigmented skin disordo gs- o sse etat e d with 
increas e d pigmentation, the modioamont areas, comprising applying onto the nevi or 
hYper* R™*™ 1 ^ ft 1 "" a™*" 8 a pharmace utical Or cosmetic thnrmlatirwi r.nTnpnRi"n ff 
cyclopamine or a pharmaceutically acceptable salt or derivative thereof 

24. (Cancelled) 

25. (New) A treatment method comprising: 

identifying a tumor that uses Hedgehog/Smoothened signaling for preventing of cellular 
differentiation and/or for prevention of apoptosis of tumor cells, and contacting the cells of 
said tumor with a sufficient amount of a molecule that binds to the Smoothened protein to 
inhibit Hedgehog/Smoothened signaling said molecule that binds to the Smoothened protein 
to inhibit said signaling, so as to induce differentiation and/or apoptosis of tumor cells. 

26. (New) A treatment method as in claim 25 where the tumor is basal cell carcinoma. 

27. (New) A method for causing decreased pigmentation of nevi or decreased pigmentation 
of hypeipigmented skin areas, comprising application onto the nevi or hyperpigmented skin 
areas a pharmaceutical or cosmetic formulation comprising a molecule that binds to the 
Smoothened protein to inhibit Hedgehog/Smoothened signaling. 

28. (New) A medicament comprising a molecule, other than cyclopamine or a salt thereof, 
that binds to the Smoothened protein to inhibit Hedgehog/Smoothened signaling, in an 
amount effective for inducing cellular differentiation and/or apoptosis of tumor cells that use 
Hedgehog/Smoothened signaling for prevention of cellular differentiation and/or for 
prevention of apoptosis. 
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